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TOM TAT

Muc tiéu: Danh gia tac dung cai thién tinh trang réi loan tiéu héa cta ché phém BaciMix va LabMix.

Do6i twong va phwong phap: Nghién ctu can thiép nhdn mé ngéu nhién trén 80 bénh nhén réiloan tiéu héa
(g6m nhém bénh BAC: 40 bénh nhéan diéu tri bdng BaciMix va nhém bénh LAB: 40 bénh nhén diéu tri bang
LabMix) va 80 bénh nhén khéng rbi loan tiéu héa (gébm nhém ching BAC: 40 bénh nhan st dung BaciMix va
nhoém chimg LAB: 40 bénh nhéan sty dung LabMix), tai Bénh vién Quan y, ttr thang 3 dén thang 9/2023.

Két qua: Bénh nhan da sé tir 60 tudi tré lén (nhdm bénh BAC: 82,5%, nhém bénh LAB: 60,0%, nhom chumg
BAC: 77,5% va nhém chirng LAB: 70,0%); ti Ié bénh nhan nam gidi nhiéu hon so véi ni¥ gidi (nhém bénh
BA C: 3/1;, nhém bénh LAB: 1,67/1; nhom chimng BA C:‘ 2,33/1;, nhém chieng LAB: 2, :33/1 ). Trén cac bénh nhéan
roi loan tiéu héa, hau hét cac triéu chieng 1am sang déu giém sau khi dung ché pham BAC va LAB, khac biét
vOi p < 0,05 (trir triéu chimg tédo bon). Tinh trang loan khuén trong phén giam ré rét & ca 2 nhém bénh va 2
nhém ching sau khi dung ché phém BAC va LAB so véi triée diéu tri (khac biét véi p < 0,05).

Két luan: Ché phérp BaciMix va LabMix cé téc dung cai thién céc triéu chirng réi loan tiéu héa va cai thién
tinh trang loan khuan phan so voi truoc diéu tri.

Tir khéa: Probiotic, rdi loan tiéu hoa.

ABSTRACT

Objectives: To evaluate the effect of improving digestive disorders of BaciMix and LabMix.

Subjects and methods: Randomized open-label intervention study on 80 patients with digestive disorders
(including BAC group: 40 patients treated with BaciMix and LAB group: 40 patients treated with LabMix)
and 80 patients without digestive disorders (including BAC control group: 40 patients using BaciMix and
LAB control group: 40 patients using LabMix), at the 7 Military Hospital, from March to September 2023.

Results: Most patients were 60 years old or older (BAC group: 82.5%, LAB group: 60.0%, BAC control
group: 77.5% and LAB control group: 70.0%); The proportion of male patients was higher than that of
female patients (BAC group: 3/1; LAB group: 1.67/1; BAC control group: 2.33/1; LAB control group:
2.33/1). In patients with digestive disorders, most clinical symptoms were reduced after using BAC and
LAB preparations, different with p < 0.05 (except constipation symptoms). The state of dysbiosis in the
stool was significantly reduced in both disease groups and 2 control groups after using BAC and LAB
preparations compared to before treatment (different with p < 0.05).

Conclusions: BaciMix and LabMix preparations have the effect of improving symptoms of digestive
disorders and improving the state of dysbiosis in the stool compared to before treatment.
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1. DAT VAN BE

Hé vi sinh vat dwong ruét & nguwoi co tir 1.000
dén 1.150 loai, véi khoang 10 vi khuan; tbng
khoi lwong tr 1-1,5 kg [1]. Probiotic (Bacillus,
Lactobacill) 1a cac vi sinh vat sbng, c6 thé mang
dén nhirng tac dung cé loi cho strc khde vat chi
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khi phat trién vé&i sb lwong thich hop [2]. Mot sb
tac dong cé loi cla ché phdm probiotic da duwoc
chirng minh, gém ¢ ché vi sinh vat cé hai, lam
phong phu thanh phan hé vi sinh vat dwdng ruét,
tang kha nang mién dich cla vat chd, kich thich
hoat dong cua dai thyc bao tiét ra protein mién dich
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IgA, théng qua té bao T dé sinh ra cac loai cytokine
khac nhau nhw Interferon (IFN-y), IL-10, IL-4... [3].
Nhirng tac dung cé lgi cho strc khde clia probiotic
dwoc thé hién rd hon khi vat chi mac mot sé bénh
dwong tiéu hdéa, dac biét la tac dung lam gidm cac
triéu chirng tiéu chay, hdi chirng rudt kich thich...
Vi vay, nghién ciru tao ra cac ché pham probiotic
(rng dung trong cham soc, bao vé strc khde cé y
nghia rat I6n trong doi sbng va y hoc. Theo khuyén
céo clia FAO/WHO, sau khi cac ché pham probiotic
dwoc danh gia dé an toan va hoat tinh in vitro thi
can danh gia trén mo6 hinh dong vat thiwc nghiém,
tiép dén la thtr nghiém trén ngwdi tinh nguyén.

Tai Viét Nam, da cd nhiéu nghién ctru phan lap
va tuyén chon cac chdng vi khuan tir thwc pham
lén men dung cho nghién ctu phat trién thuwc pham
chrc ndng/probiotic, nhw nghién ctu clia Nguyén
Thi Huyé&n phan lap 54 ching vi khuan probiotic ti
24 mau thwc phdm chirc nang, phd bién trong dé
la cac chung thudc Bacillus, Lactobacillus [4]. Cac
nghién ctru trong nwdc hién dang co xu hudng tap
trung phan lap, tuyén chon dinh hwéng, trng dung
ché pham probiotic trong san xuét thwc pham chirc
nang hay (rng dung trong chan nudi va nudi tréng
thay san. Mat khac, cac nghién ctru don |é chi tap
trung vao moét sb dac tinh probiotic clia cac ching
vi khuén khac nhau, khong tap trung vao mét chiing
cu thé dé& bdo dam ching doé thda man cac yéu
cau vé tinh an toan, hiéu qua cla probiotic. Chwa
c6 nghién ctu nao dwa ra dwgc mot hdé so chiing
vi sinh vat theo hwéng dan quéc té (WHO/FAO)
dat d6 tin cay cho phat trién sdn phdm thuwong mai
dung cho thwc phdm chirc néng.

T cac ché pham probiotic (BaciMix va LabMix)
da dwoc chirng minh tinh an toan trong phong
thi nghiém va trén dong vat thuc nghiém (dé tai
“Nghién ctru danh gia vai tro céi thién tich cwc hé vi
sinh vat dwdng ruét va tang cwong mién dich cua
ché pham probiotic” ma s BTPL.CN-61/19), chiing
t6i thwe hién nghién clru nay nham danh gia mic
do cai thien mot sé triéu chirng rdi loan tiéu héa cia
ché pham BaciMix (BAC) va LabMix (LAB).

2. DOl TUQONG, PHUONG PHAP NGHIEN CUPU
2.1. Béi twong, vat liéu nghién ciru

- Béi twong nghién ciru: 80 bénh nhan (BN)
c6 rdi loan tiéu héa va 80 BN khéng coé rdi loan
tiéu héa, diéu tri tai Bénh vién Quan y 7, ttr thang
3-9/2023. Loai trir cac BN da dung khang sinh hoac
thubc khang ndm trong 4 tuan trwéc khi nhap vién
diéu tri; BN suy dinh dwéng; BN dj dang dwdng tiéu
héa; BN khong déng y tham gia nghién clru.

- VVat liéu nghién cru: ché pham probiotic, gdm
BaciMix (BAC) va LabMix (LAB). M&i lo BAC ham
lwong 1g mat dé 3x10° CFU/g ching Bacillus
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subtilis BS 304.04 va Bacillus coagulans BC
304.06. Méi lo LAB ham lwgng 1g mat do 3x10°
CFU/g chuing Lactobacillus acidophilus LA 304.17,
Lactobacillus casei LC 304.08 va Bifidobacterium
bifidum BF 304.98.

2.2. Phwong phap nghién ctru

- Thiét ké nghién clru: can thiép nhan mé ngéu
nhién.

- Chéan doan réi loan tiéu hoa theo tiéu chuén
ROME IV va Quyét dinh s6 5642/QD-BYT clia Bb

Y té"vé “Huéng dan chan doan xt tri mot sé bénh
truyén nhiem” [5, 6].
- C& mau: ap dung cong thirc tinh ¢& mau sau:
2
— 2[(21—a/2+z1—ﬁ)5]
(p1-p2)?

Trong d6, n la c& mau mdi nhém nghién cliru; a
14 sai lam loai 1, xe’lc dinh la 5% (tlr do tinh duwgc Z,
w2 =1,96); B la sai lam loai 2, xac dinh la 20% (ttr do
tinh dwoc logy B 0,83); Y, - M, [é sw khac biét mong
muon gitra 2 nhém tai thei diém két thuc can thiép
(theo Scholtens P.A [7], lay 2 gia tri la 56,9% va
45,5%). Sau khi tinh thém 20% dbi twong co thé bd
cudc, tdng s& mau cho mdi nhém dw kién & 37-40
ddi twong. Trong nghién ctru nay, méi nhém nghién
ctru la 40 BN.

- Phuwong phap tién hanh nghién ctwu:

+ Kham, ghi nhan cac triéu chirng Idm sang va
két qua xét nghiém tat ca cac BN.

+ Chia ng4u nhién 80 BN rbi loan tiéu héa thanh 2
nhém: nhém bénh BAC (40 BN - diéu tri bang BAC,
liu 1g/ngay x 10 ngay) va nhém bénh LAB (40 BN -
diéu tri bang LAB, liéu 1g/ngay x 10 ngay).

+ Chia ngau nhién 80 BN khéng ¢ rdi loan tiéu
héa thanh 2 nhém: nhém chirng BAC (40 BN - diéu
tri bdng BAC, liéu 1g/ngay x 10 ngay) va nhém
chirng LAB (40 BN - diéu tri bang LAB, liéu 1g/ngay
x 10 ngay).

+ Cac BN dung thuéc diéu tri bénh chinh theo
chi dinh ctia bac si, kém theo ché pham probiotic.
Sau 10 ngay diéu tri, danh gia lai cac triéu chirng
lam sang va két qua cac xét nghiém.

- Cac chi tiéu nghién ctru:

+ Triéu ching ldm sang: dau bung, chwéng
bung, bubn nén, chan an, tiéu chay, tdo 1dng that
thwdng hoac tao bon.

+ Cac thong sb xét nghiém (trwdc va sau diéu
tri): huyét hoc, sinh héa (AST, ALT, ure, glucose,
creatine, protein, albumin); soi twoi phéan danh gia
tinh trang loan khuan qua ti I& trwc khuan Gram
am/Gram dwong (néu < 70/30 la cé loan khuan
[8]); dinh lwgng TNFa va IL6 (bdng phuong phap
ELISA, tai Dai hoc Quéc gia Ha Noi).
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- Xt li 6 liéu: bang céc thuat toan théng ké va phan
mém Microsoft Excel 2013, SPSS 20.0. So sanh gia
tri trung binh cla hai bién chuén bang hai test Paired
Sample T-Test va One Way ANOVA,; so sanh sy khac
biét cia cac bién dinh tinh bang kiém dinh Chi-Square.
Khac biét c6 y nghia thdng ké khi p < 0,05.

- Dao dirc: dé tai la giai doan thwe nghiém trén
ngudi thudc Pé tai nghién clru khoa hoc cap Quéc
gia, ma s6 DTPL.CN 61/19 da dwoc théng qua Hoi
ddng dao dirc trong nghién ctru y sinh cla Vién Vi
sinh vat va Céng nghé sinh hoc, Dai hoc Quéc gia

Ha Noi (s6 03:2021/VNU-IMBT).

3. KET QUA NGHIEN CcUU
Bang 1. Pac diém tudi, gi¢i tinh cia nhém nghién ciru

—_ Nhém bénh Nhém chirng

BAC (n = 40) LAB (n = 40) BAC (n = 40) LAB (n = 40)
<40 1(2,5%) 4 (10,0%) 3 (7,5%) 3 (7,5%)
Tw 40-59 6 (15,0%) 12 (30,0%) 6 (15,0%) 9 (22,5%)
> 60 33 (82,5%) 24 (60,0%) 31 (77,5%) 28 (70,0%)
Trung binh 66,9 £ 10,1 58,3 + 15,8 63 + 14,1 62,75+ 13,7

p 0,047

Ti lé BN nam/nir 3/1 1,67/1 2,33/1 2,33/1

Pa sb6 BN & cac nhém nghién ctru tir 60 tudi tré 1én. Tubi trung binh ctia BN nhém bénh BAC 1a 66,9 +
10,1 tudi; nhém bénh LAB la 58,3 + 15,8 tudi. Khac biét ve tudi & cac nhém nghién clru cé y nghia thong
ké, voi p < 0,05. Ti lé BN nam & cac nhom déu nhiéu hon BN nir.

Bang 2. Sw thay d6i mot sé chi sé xét nghiém hoéa sinh trwéc va sau diéu tri

o Nhém bénh BAC Nhém bénh LAB
Xéf:;:%m Ngay 1 Ngay 10 Ngay 1 Ngay 10
Trung vi | Min-Max | Trungvi | Min-Max | Trung vi | Min-Max | Trung vi | Min-Max
Ure (mmol/l) 5 2,8-11,6 5 3,1-7,8 53 2,8-10,9 53 2,5-10,5
Creatinine (umol/l) | 87,4 | 54,6-149,6 86,6 |61,6-112,1 83 65-116,1 83,4 | 59,2-114,3
Glucose (mmolll) 4,5 3,5-8,6 4,8 4,1-6,9 4,9 3,9-11,2 49 3,6-11
AST (U/) 27,3 16,7-62,8 29,2 16,7-58,3 | 27,9 [19,3-56,3| 29,6 19,2-55,9
ALT (U/) 21,9 10,2-82,3 25,9 11,4-80,2 26 13,9-62,1 28,4 12,5-60
Albumin (g/l) 40,4 | 31,8-47,8 40 33,4-47,8 38 33-48,1 40 32,5-49

Két qua cac chj s6 xét nghiém sinh héa nhw ure, creatine, AST, ALT, albumin & nhom bénh BAC va
nhém bénh LAB nam trong gidi han binh thwdng triedc va sau diéu tri.

Bang 3. Sw thay dbi cac triéu chirng 1am sang trwéc va sau diéu tri probiotic & cac BN réi loan

tiéu héa
" . Nhom bénh BAC (n = 40) Nhom bénh LAB (n = 40)
Triéu chirng o - o] . - p
Ngay 1 Ngay 10 Ngay 1 Ngay 10
DBau bung 32 (80,0%) 7 (17,5%) < 0,001 36 (90,0%) 11 (27,5%) | < 0,001
Tiéu chay 12 (30,0%) 0 < 0,001 13 (32,5%) 1(2,5%) < 0,001
Tao bdn 9 (22,5%) 3(7,5%) 0,06 12 (30,0%) 5(12,5%) 0,06
Téo 16ng that thwong | 17 (42,5%) 2 (5,0%) < 0,001 14 (35,0%) 1(2,5%) < 0,001
Chuwéng bung 17 (42,5%) 5(12,5%) 0,003 14 (35,0%) 2 (5,0%) 0,001
Budn nén 8 (20,0%) 0 0,03 8 (20,0%) 0 0,003
Chan an 23 (57,5%) 12 (30,0%) 0,01 26 (65,0%) 10 (25,0%) | < 0,001
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Hau hét cac triéu chirng rdi loan tiéu hda nhw dau bung, tiéu chay, chuéng bung, budn nén, chan &an
déu gidm rd rét sau khi dung ché pham BAC va LAB, khac biét trwéc va sau diéu tri co y nghia thdng ké

(p <0,05).
Bang 4. Sw thay déi tinh trang loan khuan trong phan trwéc va sau diéu tri
Nhém Ngay 1 (n =40) Ngay 10 (n = 40) p
Nhém bénh BAC 26 (65,0%) 1(2,5%) < 0,001
Nhom bénh LAB 34 (85,0%) 1(2,5%) < 0,001
Nhém ching BAC 12 (30,0%) 0 < 0,001
Nhém ching LAB 24 (60,0%) 4 (10,0%) <0,001

Tinh trang loan khuén trong phan gidm r6 rét sau khi nhom bénh va nhém chirng diing ché phdm BAC
va LAB. Khac biét trwdc va sau diéu tri cé y nghia thong ké (p < 0,05).

Bang 5. Sw thay do6i vé TNFa va IL6 trong mau trwéc va sau dot diéu tri cia nhém bénh

i Ngay 1 Ngay 10
Nhom - - - - p
Trung vi Min-Max Trung vi Min-Max
TNE Nhoém bénh BAC 24,3 20-55,1 25,2 19,7-50,8 0,69
a
Nhoém bénh LAB 9 5,8-13,2 8,1 5,8-11,8 0,32
L6 Nhoém bénh BAC 2,9 1,2-297 4 2,1 0,3-168,6 0,66
Nhém bénh LAB 2,1 1,2-15,6 2,8 1,1-202,1 0,24
Khéng thay sw khac biét vé ndng dd TNFa va IL6 & nhém bénh trwdc va sau diéu tri (p > 0,05).
Bang 6. Sw thay do6i vé TNFa va IL6 trong mau trwéc va sau dot diéu tri cia nhém chirng
i Ngay 1 Ngay 10
Nhém p
Trung vi Min-Max Trung vi Min-Max
. Nhém chirng BAC 30,43 20,1-58 21,54 19,7-23,4 < 0,001
a
Nhém chirng LAB 25,74 22-32,8 14,58 10-21,1 < 0,001
1 Nhém chirng BAC 1,41 0,7-2,01 1,71 1-2,91 < 0,001
Nhém chirng LAB 1,98 1,1-3 2,31 0,9-11,6 0,04

Gia tri TNFa gidm va IL6 tang & nhom chirng
sau diéu tri, khac biét trwdc va sau didu tri co y
nghia thdng ké, va&i p < 0,05.

4. BAN LUAN

- Tudi: BN nghién ctru hiu hét déu tir 60 tudi
tr& 1én (nhém bénh BAC: 82,5%, nhém bénh LAB:
60,0%, nhom chirng BAC: 77,5% va nhom chirng
LAB: 70,0%). Trong d, tudi trung binh I&n nhét 13
BN nhém bénh BAC (66,9 + 10,1 tudi), nhé nhét 13
nhém bénh LAB (58,3 + 15,8 tudi). Khac biét vé tubi
& BN cac nhom bénh so v&i BN cac nhém chivrng
c6 y nghia théng ké, véi p < 0,05.

- Gi¢i tinh: ti 18 BN nam gi¢i & cac nhém déu
cao hon so v&i nir gidi (ti 16 BN nam/nlr nhém bénh
BAC: 3/1; nhém bénh LAB: 1,67/1; nhom chirng
BAC: 2,33/1; nhém chirng LAB: 2,33/1). Probiotic
duwoc tim ra lan dau tién vao cudi thé ki XIX va (rng
dung rat nhidu trong y hoc. Tai Viét Nam, chua c6
nghién ctru hé thdng nao vé gia tri thwong mai va
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doanh sé cac ché pham probiotic. Tuy nhién, mot sé
nghién ctru da danh gia lwong ché pham probiotic
duwoc dung nhiéu nhét cho linh vwe thirc &n chan
nudi, thwe phém chirc nang va stra Ién men.

- Triéu chirng réi loan tiéu héa: sau 10 ngay diéu
tri bang probiotic, cac triéu chirng réi loan tiéu hoa
nhw dau bung, réi loan phan & nhém bénh BAC va
nhém bénh LAB déu gidm, dac biét |a triéu chirng
tiéu chdy (gan nhw khéng con) va triéu chirng
budn nén (sau diéu tri khéng con truéng hop nao).
Khac biét cac triéu chirng trwwéc va sau diéu trj co
y nghia théng ké, véi p < 0,05 (trr triéu chirng tao
bon). Két quéa nay twong déng véi nghién ctru cla
Schnadower D ndm 2021 [9]. Chung toi thay cac
triéu chirng réi loan tiéu hoa gidm sau diéu tri va
c6 thé coi day la nhitng bang chirng quan trong
trong danh gia mic do cai thién cac triéu chirng
lam sang cla probiotic trong diéu tri cac bénh Ii rbi
loan tiéu hoa lién quan dén nhiém khuan duwong
tiéu hoa.
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- Xét nghiém can Iam sang: qua phan tich cac
chi sd xét nghiém sinh héa mau, chung t6i nhan
thay céc chi sé xét nghiém nhw ure, creatinine, AST
va ALT trén nhédm bénh BAC va nhom bénh LAB,
nhém chirng BAC va nhém chirng LAB thay ddi
ctia khéng dang ké trwdc va sau diéu tri (p > 0,05).
Diéu nay cho thay cac ché pham probiotic str dung
trong nghién cru kha an toan véi gan, than. Tuy
nhién, can cé nghién ctru véi sb lwong mau 16n
hon, trong thoi gian dai hon dé danh gia chinh xac
vé tinh an toan cla hai ché pham trén.

- Xét nghiém phan: chdng t6i danh gia tinh trang
loan khuén ruét bang ki thuat soi twoi. Két qua cho
thay, sau diéu tri bang probiotic 10 ngay, tinh trang
loan khuan trong phan gidm & ca 4 nhém nghién
ctru, khac biét cé y nghia thdng ké trudc va sau diéu
tri, v&i p < 0,05. Viéc danh gia tinh trang loan khuan
trong phan chit yéu dwa vao ti 1& gitra trwc khuan
Gram am/Gram duwong (loan khuan phan khi ti |&
Gram am > 70% va hoac Gram dwong > 30%) [10].

- Sy thay dbi vé TNFa va IL6: TNFa 1a mot
pyrogen ndi sinh, cd thé gay sbét, chét té bao
apoptotlc suy nhwoc, viém, (rc ché sy hinh thanh
khéi u, sao chép virus va dap ung v&i nhiém tring
mau théng qua cac té bao san xuét IL1 va IL6. Mé&t
khac, TNFa cé vai tro chinh trong viéc diéu hoa cac
té bao mién dich. Trong nghién clru nay, ching toi
dinh lwvgng TNFa va IL6 trong mau trwdc va sau
diéu tri & cac nhdm nghién cru. Két qua cho thay
c6 sw thay dbi ndng d6 IL6 trong mau & BN nhom
bénh BAC va nhém bénh LAB khdng cé y nghia
thdng ké trwdc va sau diéu tri bang probiotic (p >
0,05). Nhwng & nhom chirng BAC va nhém chirng
LAB, néng d6 IL6 tang, ndng dd TNFa gidam so v&i
trwde khi diéu tri, khac biét cé y nghia théng ké, voi
p < 0,05. K&t qua nay twong déng v&i nghién ciru
ctia Wang K va codng su (ndng d6 TNFa gidm sau
6 thang st dung mét loai ché pham probiotic [11]).

5. KET LUAN

Ché pham BaciMix va LabMix dwdng ubng cé
tac dung cai thien mot sé triéu chirng rdi loan tiéu
héa (dau bung, tiéu chay, tdo bon...) trén lam sang
va cai thién tinh trang loan khuan phan, khac biét
trwdc va sau diéu tri cd y nghia véi p < 0,05.
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